and Ptacek, Opitz, Smith, Gerritsen, and Waisman (1963) . Among the most characteristic findings are retarded mental and physical development, generalized hirsutism, peculiar facies (including confluent eyebrows, long eyelashes, anteverted nostrils, and thin lips), and malformations of the limbs, ranging from mild syndactyly to gross micromelia. Dermatoglyphic patterns may be a useful diagnostic aid (Smith, 1966) .
The aetiology of the syndrome remains obscure. In recent years, one of the approaches to this question has been the examination of the chromosomes of affected persons. In the large majority of these cases, the karyotype has been described as normal. In some instances, however, unusual chromosomal appearances, differing from case to case, have been noted. We record below a further example of the de Lange syndrome associated with an unusual karyotype, and briefly review the reported occurrence of chromosomal variants in this condition.
Case Report
The propositus was born spontaneously, following an apparently normal pregnancy of about 8 months' duration, to healthy West Indian parents. His birthweight was 2240 g. (4 lb. 13 oz.). At the time of the birth, the mother was aged 35 years and the father 26 years. A maternal half-brother, 9 years older than the propositus, and a full-brother, 3 years older, are both normal. The mother has had no other pregnancies. There is no family history of consanguinity nor of any clinical features suggestive of de Lange syndrome.
The main characteristics noted in infancy were malformation of the right hand, peculiar facies, and poor physical and mental progress. At the age of 6 years, the propositus was seen at this Centre when a diagnosis of de Lange syndrome was made. The findings were as follows.
Clinical Examination. He showed severe mental retardation (estimated IQ=25) and reduction in stature (94.5 cm.) and weight (12-4 kg.). The head was small and rounded (norms in brackets): circumference= 450 mm. (520 mm.); breadth= 129 mm. (140 mm.); length= 148 mm. (177 mm.); cephalic index=0-87 (0-79). The hair-line was relatively low and there was no dilatation of the temporal veins. The appearance of the face is shown in Fig. 1 . The eyebrows were confluent and the eyelashes long, but no ocular abnormalities were noted. The root of the nose was broad and the nostrils were flared and anteverted. The distance between the nose and upper lip was relatively long, with slight hirsutism in this region. The lips were thin, compared with those of the parents and sibs, and there was no peri-oral cyanosis. The teeth were well formed, and the tongue, palate, and fauces were normal.
There was no speech but the sounds emitted were normally pitched. The ears were rather small and possibly somewhat low-set. The symphysis menti was prominent though there was moderate micrognathia. The neck seemed to be of normal size. No clinical abnormalities of the heart, lungs, or abdomen were found. 34 de The testes were undescended. The back was hirsute, particularly in the midline. There was limitation of extension at the elbow joints and hirsutism of the forearms. As indicated in Fig. 2 Dermatoglyphs. The dermatoglyphic main lines on the hands and feet of the propositus are shown in Fig.  3 , and these patterns, together with those of near relatives, are summarized in Table I . Features on the left hand of the propositus, often found in de Lange syndrome, are a radial loop on the second digit, a disturbance of the triradii a and b at the base of the fingers, and a wide atd angle (670); on the malformed right hand, patterns are grossly distorted, but the thenar configuration is sometimes seen in the syndrome. The patterns in the relatives examined, including the father, are dissimilar from those of the propositus and not suggestive of de Lange syndrome.
Cytology. Metaphase chromosome of the propositus, his parents, and sibs were examined in air-dried preparations from leucocyte cultures. Chromosomes were also examined in a fibroblast culture derived from a skin biopsy of the left shoulder of the propositus. The results are summarized in Table II . All subjects showed a modal number of 46 chromosomes. An atypical medium-sized metacentric chromosome in the 6-12 group, which was consistently present in preparations from the propositus and his father, is illustrated in Fig. 4 and 5. In many cells this chromosome showed a distinct paracentric secondary constriction, as did another 6-12 group chromosome which was submetacentric and of similar length to the metacentric one. The relative length, arm ratio, and presence of a paracentric long-arm secondary constriction in this submetacentric chromosome indicated that it was probably a No. 9, with the metacentric chromosome as its most likely homologue. (Such a constriction has been observed most frequently in a No. 9 chromosome (FergusonSmith, Ferguson-Smith, Ellis, and Dickson, 1962; Palmer and Funderburk, 1965) .)
Other Investigations. Radiological examination (Dr. R. W. McNabb) of the skull, chest, and feet showed no abnormalities. An x-ray film of the wrists revealed a bone age of approximately 2 years 8 months. Fig. 2 illustrates the osseous malformation of the right hand. Haematological tests gave the following results:
Hb 11-7 g./100 ml.; WBC 11,500/c.mm., with slight increase of monocytes; Arneth count (mean lobes per cell) 2-39 (norm for this laboratory 2-7 (S.D. 0d18)). The serum calcium, inorganic phosphate, and alkaline phosphatase were, respectively, 9-8 mg., 4-0 mg., and 13 K.A. units/100 ml.
The urine contained a slight trace of protein, was free from ketones, reducing substances, and mucopolysaccharides., and had a normal keto-acid content.
Urine calcium was absent on one occasion and much reduced on another. Nothing abnormnal was detected on amino acid chromatography. 
